It is well known, that many drugs are capable of promoting the secretion of corticotrophin by the pituitary gland. The mechanism by which this release is brought about, however, is still obscure.
Recant et al. (1950) have shown that nembutal-anesthesia prevented the eosinopenic response to certain stimuli such as the handling of animals and tail cutting, but not the eosinopenia induced by adrenaline. This suggests a difference between the mode of action of adrenaline and other kinds of stressors in the activation of the pituitary-adrenal axis. As sodiumsalicylate (van Cauwenberge & Betz, 1952; Hetzel & Hine, 1951; Cronheim et al., 1952; Eades & Stanton King, 1953) and pyramidone (Frommel et al., 1945; Blanchard, 1950) have a potent corticotrophin releasing activity, it seemed of interest to investigate whether these substances act in the presence of nembutal. Both compounds also have an antipyretic and analgesic action. As sulfonamides also exert some antipyretic effect but in quite a different way it also seemed of interest to include a representative of this class of compound, namely sulfamerazine, in this investigation.
This report deals with the effect of these compounds as compared with the effect of 1-adrenaline on the number of circulating eosinophils in nonanesthetized rats as well as in animals under nembutal anesthesia.
MATERIAL AND METHODS
Adult male rats weighing 150-300 gm. from an inbred strain were used. About half the amount of a lethal dose of sodiumsalicylate (Hetzel 8c Hine, 1951) and pyramidone (in our own unpublished experiments 30 mg./100 gm. proved to be lethal) dissolved in1-adrenaline was chosen that caused a marked eosinopenia in this strain of rats (Keuskamp, 1956; Louwerens 8c Smelik, 1953) . All substances were administered intraperitoneally.
In order to determine whether the eosinopenic response to the compounds used, might be caused by the mere administration of a concentrated solution, the effect of a pharmacologically inactive substance 1-arabinose (Goldstein et al., 1953) was in¬ vestigated. Hence, 33 mg. 1-arabinose per 100 gm. bodyweight was injected intraperitoneally.
For the anesthesia 3.25-4 mg. nembutal was injected prior to the administration of the compound to be investigated. The variation in the amount of nembutal to be given depended on the weight of the rats and on the number of experiments they had undergone previously.
Blood samples were obtained by venipuncture of one of the tail veins at zero hour and 3 hours later. The eosinophils were counted in Fuchs-Rosenthal counting chambers after diluting 0.1 ml. of blood with 0.9 ml. of the diluent of Randolph as modified by Henneman (1949) .
The number of eosinophils in the second sample of blood is expressed in percent of the initial value. A more detailed description of the procedure used in this investigation is given in a paper by Keuskamp (1956) .
The statistical analysis was carried out with the aid of Wilcoxon's two sample test (Wilcoxon, 1945; Mann Se Whitney, 1947) . A difference was considered as statistically significant, if the double tail probability, k, was < 0.05. Briggs, 1955 ) and a number of adrenaline related phenylalkylamines (Keuskamp, 1956) . Two groups of drugs can thus be distinguished, one group consisting of compounds, which are active, and another group, which is inactive in the presence of nembutal. This may mean that the two groups exert their effects at different sites of the central nervous system involved in the release of corticotrophin from the pituitary gland.
SUMMARY
The effect of large doses of sodium salicylate, pyramidone, sulfamerazine, 1-arabinose and 1-adrenaline on the number of circulating eosinophils in normal and nembutalized rats was investigated. All the compounds, except 1-arabinose,
